To determine the efficacy of cognitive targeted prostate biopsy using biparametric magnetic resonance imaging (b-MRI) for patients with prostate-specific antigen levels under 10 ng/mL. Materials and Methods: We reviewed data from 123 consecutive patients who underwent cognitive targeted prostate biopsy using prostate MRI. Of these patients, the first 55 underwent prostate biopsy using multiparametric MRI (mp-MRI), and the remaining 68 underwent prostate biopsy using b-MRI. For b-MRI, we generated T2 weighted axial imaging and diffusion-weighted imaging sequences. We found that 62 of the 123 men had suspicious lesions on MRI (32 of the 55 men in the mp-MRI group and 30 of the 68 men in the b-MRI group). We compared the prostate cancer detection rates and the proportions of clinically significant prostate cancer between the different MRI sequences. Results: Between the two MRI groups, there were no statistically significant differences in prostate cancer detection rate and proportions of clinically significant prostate cancer (41.8% vs. 30.9%, p=0.208 and 82.6% vs. 76.2%, p=0.598). Among the 62 men who had suspicious lesions on MRI, the prostate cancer detection rates were 62.5% and 63.3% (p=0.709) in the mp-MRI and b-MRI groups, respectively, and the proportions of clinically significant prostate cancer were 95.0% and 84.2% (p=0.267). Conclusion: Prostate biopsy using b-MRI showed similar performance to that using mp-MRI for detecting prostate cancer and clinically significant prostate cancer. Considering the satisfactory performance and cost effectiveness of b-MRI, this technique could be a good option for obtaining intraprostatic information for first round prostate biopsy.
INTRODUCTION
elevated prostate-specific antigen (PSA) levels. However, TRUSBx often results in misdiagnosis or misclassification of patients who have clinically significant prostate cancer. [1] [2] [3] [4] For example, some patients appear to have no disease even though they have prostate cancer, and others are classified as active surveillance (AS) candidates even though they need curative therapy. Due to its potential ability to overcome these limitations, prostate biopsy using multiparametric magnetic resonance imaging (mp-MRI) has received attention recently.
According to several recent studies, targeted prostate biopsy using mp-MRI is efficacious in clinically significant prostate cancer detection. [5] [6] [7] [8] Nevertheless, this biopsy technique is not popular because of its high cost. The costs of TRUS/MRI fusion Bx and bore MRI-Bx are even greater than that of the cognitive targeted prostate biopsy technique, because the former tech-niques require more specialized equipment. For these reasons, targeted prostate biopsy using mp-MRI is often performed as a repeat biopsy technique for men with persistently elevated PSA, despite a negative result of first round prostate biopsy.
Generally, the cost and time required for MRI are associated with the number of image sequences. If fewer MRI sequences are used, the cost of MRI is reduced, and the stay time in-bore is also decreased. We, therefore, decided to perform cognitive targeted prostate biopsy using biparametric MRI (b-MRI) for first prostate biopsy of patients with a PSA level under 10.0 ng/mL. Herein, we report the results of cognitive targeted prostate biopsy using b-MRI in comparison to those of cognitive targeted prostate biopsy using mp-MRI. We also report and compare the proportions of clinically significant prostate cancer cores.
MATERIALS AND METHODS
In 2016, a total of 464 patients underwent prostate biopsy at Pusan National University Yangsan Hospital (Yangsan, Korea). Of these 464 patients, 338 underwent prostate biopsy due to PSA level under 10.0 ng/mL. Before prostate biopsy, each urologist explained the MRI-Bx technique to the patient; the final choice regarding the use of the Bx technique was left to each patient. A total of 207 patients chose TRUS-Bx, and 131 patients chose the MRI-Bx technique. Of the 131 patients who underwent MRI-Bx, we excluded eight who were undergoing a repeat prostate biopsy. Finally, we reviewed the pathologic results of 123 patients in the MRI-Bx group. Among these 123 patients, the first 55 underwent mp-MRI including T2-weighted images (T2WI) in three orthogonal planes (axial, sagittal, and coronal), dynamic contrast-enhanced imaging (DCI), and diffusionweighted imaging (DWI). The remaining 68 patients underwent b-MRI, including axial T2WI and DWI.
Magnetic resonance imaging and image analysis
In our institute, all patients undergo 3.0 T MRI (InteraAchieva 3.0 T, Phillips Medical System, Best, the Netherlands) on an instrument equipped with a phased-array coil (six-channel). The routine 3.0 T prostate mp-MRI protocol consists of T2WI in three orthogonal planes (axial, sagittal, and coronal), DCI, and DWI. The MRI procedure costs approximately 600 US dollars. The average scanning time for T2WI with three orthogonal planes is approximately 12 minutes. The average DCI time is about 20 minutes, and the average DWI time is about 8 minutes. Thus, routine mp-MRI requires a total of 45 minutes, including time for patient preparation.
For b-MRI, axial T2WI for anatomical evaluation and DWI scans were acquired within 4 minutes and 8 minutes, respectively. Two b-values (0-1000) were used, and diffusion restriction was quantified through apparent diffusion coefficient (ADC) mapping by the scanner program. The total scan time was about 15 minutes, including patient preparation. We set the cost of this b-MRI at 300 US dollars considering the number of MRI sequences involved.
All prostate MRI imaging scans were interpreted by two experienced uroradiologists. The uroradiologists denoted suspicious regions of interest on ADC maps on a Digital Imaging and Communications in Medicine (DICOM) workstation using the information from the present mp-MRI/b-MRI sequences. A modified three-grade scoring system was used (based on the PI-RADS scoring system version 2.0) as follows: 1, weakly suspicious lesion (probably benign); 2, moderately suspicious lesion; or 3, highly suspicious lesion.
Prostate biopsy protocol
One urologist (D.H. Lee) performed all MRI-Bx procedures for the entire study period. All patients were prepared with local gel anesthetics using a BK ultrasound scanner, an endfire transducer, a needle guide, and an 18-G 25-cm biopsy needle. The operator reviewed the MRI images. Any suspicious lesions on MRI were visually matched and registered on the corresponding axial TRUS image based on zonal anatomy. All MRI-Bx cores were marked and kept in separate bottles according to the location of the suspicious lesion on the MRI image. After MRI-Bx, TRUS-Bx cores were collected from 12 prostatic regions and marked separately. Patients without suspicious lesions on MRI underwent TRUS-Bx only.
Pathological analysis
A genitourinary pathologist reviewed and described all biopsy cores. For each positive biopsy core for prostate cancer, Gleason score and cancer core length were reported. To evaluate the clinical significance of prostate cancer, we defined a clinically significant prostate cancer core as having a cancer core length greater than 5 mm and/or a Gleason grade greater than 3. Additionally, we evaluated 24 radical prostatectomy (RP) specimens of patients who underwent RP after MRI-Bx in our institute and 26 RP specimens of patients with prostate cancer who were diagnosed by TRUS-Bx. We obtained the postoperative Gleason score, pathologic stage, and tumor volume.
Statistical analysis
We compared the pathologic results of mp-MRI versus b-MRI biopsy cores using chi-square tests and independent t-tests for categorical and continuous variables, respectively. We also compared the prostate cancer detection rates and proportions of clinically significant prostate cancers between the two groups. Also, using RP specimens from an additional 50 patients we evaluated, we preoperatively identified AS candidates and evaluated whether each candidate had insignificant prostate cancer. In the present study, we defined AS candidates as patients with organ-confined prostate cancer with GS6 for less than two cores and a core cancer length shorter than 5 mm. For RP specimens, insignificant prostate cancer was defined as organconfined, Gleason 6 disease with tumor volume <0.5 cm 3 . All statistical analyses were performed using SPSS version 18.0 (SPSS Inc., Chicago, IL, USA). p values ≤0.05 were considered statistically significant.
RESULTS
The clinicopathologic characteristics of the patients are shown in Table 1 We also separately analyzed the results of patients who had suspicious lesions on MRI scans. Suspicious lesions were observed more often in the mp-MRI group than in the b-MRI group, although this difference was not statistically significant (32 of 55, 58.2% vs. 30 of 68, 44.1%; p=0.121). The overall prostate cancer detection rates and proportions of clinically significant cancers were not statistically significantly different between the two groups. In the 62 patients who had suspicious lesions on MRI, the overall prostate cancer detection rate was 20 of 32 (62.5%) in the mp-MRI group and 19 of 30 (63.3%) in the b-MRI group (p=0.946). The proportions of clinically significant cancers were 19 of 20 (95.0%) in the mp-MRI group and 16 of 19 (84.2%) in the b-MRI group (p=0.267). Also, we compared the diagnostic accuracy using the sensitivity and specificity between mp-MRI and b-MRI. There were no statistical differences between the two ( Table 2) .
We also reviewed 50 prostate specimens from the patients who underwent RP in our institute during the study period ( Table 3) . Of these specimens, we classified four of the 24 (16.6%) AS candidates in the MRI-Bx group and six of the 26 (23.0%) in the TRUS-Bx group. We evaluated the RP specimens of the AS candidates and found that three of the four AS candidates in the MRI-Bx group actually had insignificant prostate cancer that was suitable for AS. However, among the 6 patients in the TRUS-Bx group, only two were AS candidates. The other patients had prostate cancer that required curative treatment (Table 4) . 
DISCUSSION
Generally, mp-MRI adequately demonstrates prostate anatomy and provides intraprostatic information using the imaging function of MRI. This technique offers information regarding the precise tumor localization, tumor size, and accurate prostate cancer staging. [9] [10] [11] [12] Accurate tumor location and size information enables doctors to obtain qualified prostate samples during targeted prostate biopsy. Nevertheless, MRI-Bx is not popular because of its high cost and the additional time required in an MRI machine. In particular, to obtain DCI, gadoliniumbased contrast agents must be administered via i.v. access. These agents are relatively expensive and can potentially accumulate in deep cerebral structures. 13 Moreover, if patients request to undergo in-bore MRI biopsy or MRI/TRUS fusion biopsy, the cost is even greater because these MRI-Bx techniques require additional specific devices and programs. Therefore, costrelated barriers preclude the use of MRI-Bx in first-round Bx, even though this technique has several advantages. Thus, cost reduction of MRI is important: decreasing the number of MRI sequences is a promising approach to achieving cost reduction.
In this context, several groups recently reported the utility of using only T2WI and DWI images for detecting prostate cancer. Rais-Bahrami, et al. 14 showed that, when b-MRI was combined with PSA level and PSA density, even higher sensitivity and specificity were achieved, providing greater diagnostic accuracy in detecting clinically significant disease. These data provide support for limited non-contrast MRI as a potential adjunct tool to optimize prostate cancer detection. Also, Fascelli, et al. 15 validated the use of the b-MRI protocol along with the use of PSA or PSA density in a biopsy-naive cohort of 59 patients at risk for prostate cancer. The authors concluded that the combined use of b-MRI, PSA, and PSA density results in improved diagnostic accuracy for detecting clinically significant prostatic carcinoma.
In the present study, we also used b-MRI for cognitive targeted prostate Bx. In the early phase of the study, we used mp-MRI, including all MRI sequences (i.e., T2WI, DWI, and DCI). The MRI cost was approximately 600 US dollars, and about 45 minutes of imaging time was required to obtain all necessary images. Using these MRI sequences, we showed that our approach had significant efficacy to detect clinically significant prostate cancer. 8 Although we showed the efficacy of MRI in first round prostate biopsy, the cost and extended time in-bore hindered the application of this biopsy technique. Therefore, we changed the MRI protocol in our institute for patients with economic concerns. Our revised protocol consisted of only two sequences: axial T2WI for anatomical evaluation and DWI. These sequences were acquired within 4 minutes and 8 minutes, respectively. The cost for the MRI procedure was reduced to 300 US dollars from 600 US dollars. As we discussed in the Results, the overall detection rates of prostate cancer and clinically significant prostate cancer were not different between the mp-MRI and b-MRI groups. Also, the diagnostic accuracy was not statistically different. We thought that this results was caused by the characteristic of DCI. In DCI, it is beneficial for the prostate cancer patients who had larger tumor. 16, 17 In the present study, the study cohort was limited as patients who had PSA levels under 10 ng/mL. In patients who had low PSA, they tended to have smaller tumor volume. Thus, DCI did not affect the diagnostic accuracy. Accordingly, without T2WI (sagittal and coronal) and DCI, the targeted prostate biopsy results were not inferior to those of full mp-MRI sequences.
If DCI was performed for MRI-Bx, it would be a helpful technique for detecting prostate cancer. However, Cheikh, et al. 16 reported that DCI did not have any significant differences, compared with T2WI. In their study, DCI was significantly less specific (83.5% vs. 89.7%, p<0.002) than T2WI. Moreover, while DCI was more sensitive (52.4% vs. 32.1%), the difference was not significant (p=0.09). Delongchamps, et al. 17 also reported that DCI did not increase the accuracy, compared with DWI, for the detection of prostate cancer in either the prostate peripheral zone (PZ) or transitional zone (TZ). Moreover, they concluded that DCI significantly decreased the accuracy. Furthermore, according to the PI-RADS v2 guidelines published in December 2014 for evaluating PZ lesions, DWI is the dominant sequence, while the T2WI sequence plays a primary role for evaluating TZ lesions. 18 Consequently, DCI sequences have been assigned a secondary role, because they are only useful for providing additional information for PZ lesions with a score of 3. Therefore, DCI plays a role as the minor sequence when PZ cancer is equivocally suspected at DCI.
When we evaluated RP specimens, b-MRI seemed more capable of predicting insignificant prostate cancer than mp-MRI. Among the patients who underwent RP with clinically significant prostate cancer according to b-MRI targeted prostate biopsy, all had significant prostate cancer. Moreover, all AS candidates according to b-MRI targeted prostate biopsy had clinically insignificant disease. A similar finding was noted in the mp-MRI group. However, TRUS-Bx showed only about 33% accuracy in predicting AS candidates in the present study. Although we did not observe a statistically significant difference due to the small number of AS candidates who underwent RP, we predict that examination of RP specimens would enhance the performance of b-MRI. This is a major limitation of the present study.
Also, the small number of study patients is another limitation of this study. Even though we described the diagnostic accuracy according to specificity and sensitivity to detect prostate cancer in the present study, we agree that the statistical power was not strong due to the small study cohort. However, the aim of the present study was not to characterize the statistical predictive power of the method, but to report a comparison of pathologic results according to MRI technique. We already compared the performance of mp-MRI with that of conventional TRUS-Bx using a similar study cohort of men with a PSA level under 10 ng/mL who underwent first round prostate biopsy. We, therefore, reasoned that a pathologic comparison between the mp-MRI group and the b-MRI group could help demonstrate the efficacy of b-MRI targeted prostate biopsy.
Recently, de Rooij, et al. 19 reported that the MRI strategy is costeffective, compared with the standard of care using TRUS-Bx, even though the presented cost-effectiveness estimates had some uncertainty. They concluded that the total costs of the MRI strategy are almost equal with the standard of care, while the potential reduction of overdiagnosis and overtreatment with the MRI strategy leads to an improvement in the QoL of patients with prostate cancer. According to this study, the MRI strategy could replace conventional TRUS imaging or additional imaging approaches that should be performed before TRUS-Bx. Since b-MRI has a lower cost, requires less time, and does not require the administration of contrast by i.v. access, we can gain similar advantages with mp-MRI. We, therefore, discerned that b-MRI is potentially useful for detecting prostate cancer in all patients who require an immediate first round prostate biopsy.
In conclusion, targeted prostate biopsy using b-MRI showed similar performance to that using mp-MRI for prostate cancer detection and clinically significant prostate cancer detection in patients with a PSA level under 10 ng/mL. Considering the good performance and cost-effectiveness of b-MRI, this technique is a good option for obtaining intraprostatic information for first round prostate biopsy.
